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February 26, 1998

Docket Number 95S-0158
Dockets Management Branch (HFA-305)
Food and Drug Administration
12420 Parklawn Dr. rm. 1-23
Rockville,  MD 20857

RE: Investigational New Drug Application #6859

Dear Sir/Madam:

In accordance with21 CFR $312.54 we are enclosing copies of information
concerning research involving an exception to informed consent. This includes

,-> information that has been publicly disclosed by the IRBs at University Hospital in
Cincinnati, OH, and also includes a copy of the University of Illinois-Chicago’s web
site which is posted on the World Wide Web. The web site was developed by the
University of Illinois-Chicago to fulfill public disclosure requirements under the
applicable regulations.

The public disclosure/community consultation information from University Hospital
includes a letter (Attachment 1 ) and notification of the study (Attachment 2) sent out
to nearly 400 congregations, including Jewish, Orthodox, Catholic, Protestant, and
Muslim congregations in Ohio and Northern Kentucky the week of August 4, 1997;
an article that was published in the local newspaper, The Cincinnati Enquirer,  on
August 18, 1997, describing the study (Attachment 3); an advertisement that was
published in the August 21-27, 1997 edition (Attachment 4) and August 28-
.September  3, 1997 edition (Attachment 5) of a local newspaper, CityBeat;  a transcript
of a television news broadcast that aired on August 18, 1997 on a local ABC affiliate
station, WCPO-TV (Attachment 6); a copy of an advertisement that was published in
the local newspaper, The Cincinnati Enquirer, on August 20,24, 27 and 31, 1997
(Attachment 7); a copy of a press release that was posted on the BeaconLJournal  Web
Site (www.ohio.com)(Attachment  8); minutes from a June 6, 1997 MARCC
(Metropolitan Area Religious Coalition of Cincinnati) Meeting (Attachment 9); an
August 27, 1997 University Hospital press release describing the study (Attachment

-, 10); and a transcript of a local radio program, WCIN, which aired on October 28,/
1997, and featured trauma surgeons from the University Hospital (Attachment 11).
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In summary, based on the information received from the clinical site, the investigator and
IRB of University Hospital received community consultation by mailing study
notifications to religious congregations (Attachment 2), publishing advertisements of the
study in local newspapers (Attachments 4, 5, and 7), holding a meeting with area
religious coalitions (Attachment 9), and broadcasting on a local television (Attachment 6)
and radio (Attachment 11) station. In addition, the information sent to the various
congregations (Attachments 1 and 2), the article and advertisements in the newspapers
(Attachments 3,4,5, 7), the television broadcast (Attachment 6), the press release
(Attachment 10) and the radio broadcast (Attachment 11) all provided a dedicated phone
number and/or an address for community comments. A total of 65 telephone calls were
received by the Trauma Research Office.

Additionally, we include in this submission a copy of the University of Illinois-Chicago
web site related to the DCLHb Traumatic Hemorrhagic Shock Research
(http://dclhb.er.uic.  edu) (Attachment 12). The web site was developed by the University
of Illinois-Chicago to fulfill public disclosure requirements under the applicable
regulations.

The submission has been organized as follows:

Attachment 1: Letter sent to religious congregations the week of August 4, 1997
Attachment 2: Notification of the study sent to religious congregations the week of

August 4, 1997
Attachment 3: August 18, 1997 article in The Cincinnati Gzquirer
Attachment 4: August21 -27, 1997 advertisement in CityBeat
Attachment 5: August 28-September 3, 1997 advertisement in CityBeat
Attachment 6: Transcript of August 18, 1997 television news broadcast
Attachment 7: Advertisement published in The Cincinnati Enquirer on August 20,24,

27and 31, 1997
Attachment 8: Press release posted on Beacon/Journal Web Site
Attachment 9: Minutes from June 6, 1997 MARCC Meeting
Attachment 10: August 27, 1997 University Hospital press release
Attachment 11: Transcript of October 28, 1997 radio program
Attachment 12: DCLHb Traumatic Hemorrhagic Shock Research Web Site

In accordance with21 CFR $312.54, this information is also being submitted to the IND
file.-—..-.
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This IND (BBIND #6859) is cross-referenced to Baxter’s original BBIND #4426 and
subsequent amendments.

If there are any questions concerning this submission, please contact me at
(847)270-53 13.

Sincerely,

Maulik Nanavaty, Ph.D.
Director Regulatory Affairs
Hemoglobin Therapeutics Program

-
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n. University of Cincinnati
WctiCal Center

%

Kcnndh Davis, Jr,, MD; FACS
James M. Hurst MD, FACS
Fmd A. Luchette. MO, FACS
Jay A. Johannlgrnan, MD, FACS
Richard D. Bcanson, RRT

college of Medicine
Department of Surgery

Di&ion  of TmumalCntical  Care
231 Bethesda Avenue
Phone: (51S) 558-5661

UNtVERSf’IY  OF CINCIN NATI

PO BOX 670558
CINCINNATI OH 45267-0S58

July 30, 1997

Dear Sir/Madam:

I am a Trauma Surgeon at the University of Cincinnati Medical Center. As you know, the
hospital is a Level one Trauma Center. We are proposing to perform a study involving a
new medication for injured patients. This study will be done giving the medicine without

~- the patient’s consent. The enclosure explalns  the drug and the protocol, and is asking the
community for their input regarding the waiver of informed consent.

i recently met with Reverend Holmes and other members of MARCC.  Reverend Holmes
suggested that we ask each denomination to post this flier in an appropriate area for the
members of the congregation to review,

If you should have any questions, please do not hesitate to contact our oftice at 558-3850.
I thank you in advance for your assistance in informing your community about this
proposed study,

Sincerely,

L&z#j%-<
Fred A. Luchette, MD, FACS
University of Cincinnati Medical Center

FAL:jk

17S WE OF CitEN’llfC  FUTURES TLUXIHER
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Universityllosp  ital
Study of a Blood Substitute For Injured Patients

Wiih Severe Blood Loss
. . .

The University of Cincinnati and University Hospital  have been asked to patiicipate  in the
study of a new treatment for patients with massive blood loss following trauma (automobile
accidents, falls, gunshot wounds, “etc.). The treatment, developed by Baxter Healthcare
Inc., is a patented product which can se~e as, a blood substitute during emergency
treatment. This treatment has been used in over 350 patients world wide.

The Univers”Ry of Cincinnati and University Hospital would like to make this treatment
available to accident victims. Because accidents are never planned and f~mily members
are rarely available during the important early treatment period, we would like to offer the
treatment to patients who cannot sign a consent for themselves. The patients who would
receive the treatment will be critically ill and unable to sign a consent because of their life-
threatening injuries. The treatment will not change the way the doctors treat patients, All
patients will continue to receive blood and other intravenous fluids as required. The study
drug will be in addition to the regular treatment.

.-= The U.S. Food and Drug Administration (FDA) requires new drugs and treatments to be
proven effective in human volunteers before the drug or treatment can be marketed. The
FDA has recently ruled that under strict circumstances, unconscious patients whose lives
are in danger (and no family members are present to give consent), may be given
experimental treatment if there are not other treatments available which have a good
chance of success. The patients who might receive the drug and their families will be
notified at the eariiest opportunity of their inclusion in the research study.

We believe injury victims with massive loss of blood meet ali of the conditions set forth by
the FDA. That is, these patients could be included in a study without informed consent,
because they would be too sick to understand and sign. The FDA requires the University
of Cincinnati and the Univers”~ Hospitai  to inform the public of this research study and that
patients would be enrolled in the study without informed consent. The FDA also requires
that we receive public input before a decision is made to begin the research study.

We invite you to communicate with us on this subject:. Please call the Research Office at
513-558-3850 or write us at the following address

University of Cincinnati
Department of Surgery

Trauma Research
PO BOX 670558

Cincinnati, Ohio 45267-0558





‘1

,)
“ “ ll\
)

lF-U1 -1

]IK3SU02 ‘ c L@ 01
● y: -~:4 @y;wq “II?!’! .41 ~ -. -—-.

.. . . . . .
+?yYJe
an, ., .-~,
‘dm XWI

0--

. . .. . .. . . .,. ,.;%, --- ,-.. -”



_&=%

-..s- .

Blood: Public

.iriput’wj.11 sW&y
iiei%bloods+fie ~

1,.:  .~..  ;. /:.,  .! ;.....),.  :,, ., .’

@&kJEDFR0t14  mm  Al ;
,

* ‘ ec id Ciks’bk  tiiblildic
!&jj** “/:Y ‘ ::!: ;.:,.’  .?:.;( :;:. ~ .:. .
‘ I ~~*&bl ‘tlit$;:”~e;~tliiii35~@*~’ ~v#y,~*~:~~

“ @ficlal  Mod” ivmut &perienc-:
ing *“y: ‘si@ica,ntjdlar&lq”:  sidp’

- effects;~..Dr3;  luchet~ sW, ;,-
~ lateit  roynd  id teatirig,is’lg+s:a+t
Safdg’*  abou&m”&4slig”cti
wdl  “tijpr~ucciwbih.~~;~~  .{~t:,.
Th% gxG’&&o%@j$:  M&ii,.

ra~~$~ifywe  *W @hi&@Y
1? p$jkep$;pf~rnofe;~r  “Luthett&. .;..:,,”’.:  * .$:. >,6..

t

“ ‘d;,wfi  “+ yp;&’p;&& fof”
The W.,.

;;,,:.14;;,

launcl@g  - jsJudy ‘is,,Cid@@ds
answey + ~PFW regulations from
the U.S. imd Drug Adminis-
tration,@  A).”,&t  @k’ effect in

‘Sep[emh:  ””:. :“, “,+, !.
o In limited &cumstances,  the

FDA will  altow doctors to do ex-
perimen$  without ‘patient consenc
Ifthe pa,tseqt  is’  yconkcious  aid his
or her hfe la m unrnediate danger,
here are no relatives around b
ask for consent and were are no”
other established treatments tit
have a good chance of success’

h such situations, the FDA re-
quires researchers to seek public
cornmcnt  and give public notice
that their institution is involved in
the experiment. Researchers also
are required to seek after-the-fact
notification and consent from pa-
tienk or their families as soon as
possible.

once advertising begins, the
pubtic  will have three weeks to
send comments. The repliei  will
not be treated  as votes — thereis
no set number of positive or nega~
tive comments that will decide the
question.

Instead, the fhnments  will go
to UC’s Institutional Revibv
Board, which must. approve all

‘medical experiments “molyiug  the
university, Officials say ,& public
comments will have a. powerful
influence on ti,e. board’s decision,

!’This is the first time investiga-
tors have been asked to go to the
community. I think it’s a “neat
idea,” Dr. Luchette  said. “

. . !

@duel & a[ch@i@#&  :
!dion contalnhg,large  arnom$,,:
OJ hemoglobin, lhe o~gen-carry~
ing protein normally found.in  red
blM Cdk. OMIOIS think !he
pmducl  will h,elj;@/g  I&es in
several ways ‘x~j:;;;

* P Tne would lre.$a[ed by
~;ducing  lhe.nqd,fdr :?iDss-
matching blood  Je:ti:which  can
lake up to am hour. t

P Unlike whole bl&d, which
mnot  be stored: [on er Ihan six

001weeks, artificial N cafi be
stockpiled for six mon{hs to a
yea(,  Thai makes il easier  10 use
in “emefgency rooms, ambu-
lances and disasief..felid.

P The particle$in  afiilicial
blood are s,ma[lqr.ihtm whole
blood cells. Thk.”rnay be “impof-
tanl.in treating traumitic shock,
because blood vesselitend 10
constric[ during shock.. The
smaller particles may help re-
duce organ damage caused by
blcm)d loss by moving fafiher
along I@ blood vessels.

o F Mdicial blood,.mighl  be
saler. AJthough blood banks lest
supplies for AIDS, hepatitis and
other diseases, a slight risk re-
mairis M a palkn{  will get a
contaminakd  transfusion, Mifi-
clal blood is treated tp kill vi-
ruses, wtrich cannel@ done for
whole blood.,,x

Doctors say the ~@dticl  can-
nel dq,dicale all,ihe benefits of
whole blood transfusions. Even if
‘Ihe producf  proves successful,
demand will cb tirwifor  vdm

7taiy blood dona ions.
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Blood Study Video
.—. WCPO-TV

Channel 9, ABC affiliate
Date: 8/1 8/97, 5: OOp.m. News

000-09NN7

Newsroom Scene:
Newswoman (Name not provided): “...and still to come your way ABC 9 --Can fake blood
change emergency medicine.”

Newsman (Name not provided): “Well a Cincinnati hospital wants to find that out. We’ll look at
the study and tell you why doctors find it very exciting.”

Hospital Scene:
Bloody patient being rolled on gurney. Title across screen reads “COMING UP FAKE
BLOOD”

Newsroom Scene:
Newsman: “Tonight, the University of Cincimati  is prepared to start testing a new kind of
artificial blood, if the public doesn’t object.”

Newswoman: “Well Price is hereto give us the local update on the story we first told you about
this past spring.”

Bill Price: “In May we told you about this artificial blood, they prefer you calling it blood
replacement in some cases. Well some traumatic accident victims may get blood flow restored in
as much as an hour sooner if (the) University Hospital goes ahead with tests on a new man-made
blood replacement. You see the emergency room could be just one of the nine in the nation
testing a kind of new temporary blood replacement called HemAssist.”

Hospital Scene:
Bill Price continued: “Now the chemical solution contains hemoglobin carry(ing)  vital oxygen
through the body after a critical injury has severely reduced or cutoff blood flow.”

Dr. James Hurst, U/C Surgery Dept.: “We don’t have to worry about typing this material the way
we do conventional blood products. For example, we know it has longer shelf life and we know
it is safer. Although the American blood supply is extraordinarily safe we know that this
compound is even safer then the American blood supply because it’s been heat treated.”

Newsman: “Now for the first time the University Hospital researchers are asking the public for
opinions on this proposed research before they go ahead with it. You can call the UC Surgery
Research Department at 558-3850, with your opinion on this blood replacement testing. 558-
3850.”

The following is flashed across the screen, “Blood Test Comments 558-3850 UC Surgery—..----
Research Office”

Newsman continues: “The hospital will not decide to go ahead with the study for at least another
three months.”
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the oldest of +e skeletons appear
~ to have EurasIaJI features, as op. .
pixed to W northern Asian fea-
tures common to modem @eri-
‘can I@ians,  that are characteristic
o f  Iater-date  ren=im  ~
‘ No one knows whether the ap

parent dissimilarity means the ear-
liest inhabitants came from a’ dif-
fe~ent  y,iac:, .or population, or
whether theu appearance simpIy
evolved over time.
j But the issue is potentially ex-
plosive became  it raisa questions
about, the prehistoric foundation of
A3nerxan Indiyy in their ancestral
lands, More immediately, it lays

Nf.r.-%hiiiidti  Giiii.-’”Whas’s goiiii
on here is not a question of wheth-
er Native Americans can believe
and follow their traditions, bsit it’s
a question of whether all of the
rest of the country can be required
to folJow  their t.mditions.”

In one of the first federal court
opinions to explore iss+es  raked by
the latest finds and by u++ Native
hmrican’  Graves Protection” and
Repatriation Act — which requires
CUstOdy Of kidiflsl burials tO ~0 tO
IOcd tribes — a U.S. ma&rate in
Portland, Ore., in June sharply rep-
rknanded  the U.S. Corps of Engi-
neers for rnhing to hand over

___-.

.n.

. ‘ Uti~m~  Hosptiol  StLI~ of Q OIOOd, SubSif(sf$
,.. . for Injured f%fienrs wifh 5evtwe Olood toss

rtkdys#  s%dnnad and Wiry Ibsp-hal  hkwe been asked lo ponk”@a!e  h
srudy Of o new tseafmens  for poriwm + mdve blood lass follqng mwma

ummobilv oe$dent~ fofls. ~umhet  wounds elc.,) me freafmem’ d~veloped b’y
et Heolsfsae  W,, k o pafenfed pmdve which con sewe”os’ o blood sabslkuse

durin~ emwge~ tieatment,  Ihii rmarment  has been used in ovw 350 pot;enu
wattd wide.

The ‘%tvers&”~  “&&a{&d Unim~ HoJpa~ would like IO make tils”wea!ment
$wQl[$ibk$% acddent wWns. Secouse dcddenu are rie%!f plonned and faml~
members ‘&e mrefy OVOilofde  ddng fhe lmparrasv easff weamwnt pedod, tie Wau(d”
fike 6 “bffer * sreosmens  !0 pdents who qnnof  sigfi o consen!  fos shemsefuQs.  rne
p~fs who wvld reoeke she ~easmen$ WIII be uklmlty III and unable m dgn cow
sent becw of rhek Iife-shmatenhg  kIJutfes. The frqnesv 4 na change k WaY
she dacsors sreaf pdenfs.  41 po$kms w$II codnw to M?C@W  bkad and odwf lnsro-
~ *Ms as mqulfed, The* C@SJ wIII be in oddti  m me seg* sfeomen!.

M“U.S.” Food and Dtug o%ihbmien (FOA) &kes new dnJgs and’sresdnwnrs  to
be prawn ● ffecsfve in. hwnon wJIJnwws befate  dse  dtug w $reofmem  can be mor.
keted,. @ EOA  ho$ -endy wkd sh4? undq  SSSM qircunwance$.  USWCSNCIOUS
paf.knr$ whos& fife is k dongef (end no family membem  am  presen! 10 g?ve con-
KSV) fSWy be gkn ● pwksseAtol s?eatmertr M fhese ow ~ afher measmenfs  OVO%
oble filch h,ave a gaad chance o! success,. lhe pasienfs -o, m:ghf  mcelw  she
dnsg  and dselr  fshillm 41 be nasffled of me eoMes? oppofrunl?y of sheis indusksn h
* feseafch  “iruq.:.

,. ... ‘. ,., ,
We “bell- “~urj %(ms ~ mwssk”  bs.s of blood meeI all of she iandlrlons sel
forsh by ?M FOA. ?hor Is, These poslenls cmuld be Included In o ;Iudy  w[haur
kskxmed consefit, becowe they would be loo sick IO undemmnd and sign, lhe  FOA
mquim?s rhss UnNedry  of Clnclnnarl  ond the lhkwsky  Hosplrol  TO Inform !he publlc of
M rese&h study and ?haf paffems  would be enrolled in ~s+ fiouf Informed
comenl, The FDA also requites lho?  we receiw pubtc inptn  before o d~fi%ion  is
made m begin tie rQ$ear’m SWdy.

W e  kvkq you m commun;cme  wkh  m on fhii wbjea, Pleose  w~q us at lhe fol low.
lng  oddress(

My-e61ry  64 ClncinnOil
Dep&menr of SurgeV

Trauma  keseorc.h
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Pos[ed at 6:19 p.m. EDT
Monday, August  18, 1997

Researchers want public’s opinion about
artificial blood

CINCINNATI (AP) -- Medical researchers want the public’s opinion
about whether doctors should put artificial blood into patients when
the real thing is not available and there isn’t time to obtain consent in
an emergency.

The public’s respouse will be a major consideration in whether
researchers at the University of Cincinnati College of Medicine and
University Hospital proceed w“th the proposed study, univershy
spoicesman Rick Smith said Monday.

It would bc a year-long s[udy with about 30 patients. The Cincinna~i
researchers plan to m advenisements  in Cincinna~i newspapers
Wednesday to find OUI whether the community would support the
study, including” the idea of using  anificial  blood in patients wi~hout
their consem.

The medical school’s investigation review board, which is
responsible for all clinical trials done at the school, will use the
public comments to help decide whether [o do the study, officials
said. They declined Monday to predict when tl~e board will decide,

- ‘If it comes out (as) strong sentimcn[ against, we won’t do dle
study,” Smith said.

The artificial blood is called Hem Assist. The manufacturer is BaxIer
HealthCare Corp. of Deedield,  Ill.

Researchers are testing the red-colored liquid, made from human
blood slored in blood banks, to determine whether it can save. the
Iivcs of critically injured pa~ien[s when real blood is not immediately
available. Baxter  HealthCare is coordinating the studies. subject to
U.S. Food and Drug Administration supemision.

The study is to involve at least  850 patients. Some scientists have
argued there could be heahh risks because the product raises blood
pressure through complex blood vessel changes.

The FDA is also considering allowing a similar study of Nonhfield
Laboratories Inc.’s PolyHeme, a compc[in$ product.

To find out how well anificial blood works, researchers need to Iry
the produc[ in real trauma vicrims



The product is a chemical solu~~on  containing large amounts of
hemoglobin,  the oxygen-carrying  protein normally found in red
blood cells. Unlike regular blood, the product can be used in
anybody without doing cross-ma[cl)  [ests to check for blood Type --
which can take an hour.

AC least six other medical centers have enrolled pa~ients  who have
consemed to participate in ~he studies, said Dr. Fred Luchette,  a
trauma surgeon who would be the lead. researcher for the Cincirma!i
study, He said he knew of no other test siles in Ohio.

‘ ‘Myselt and my colleagues at UC, are very excited because we
think it offers another chance for critically injured paIients to suwive
their trawt?a,w Luch~te said.

Lucherte  said that about  350 patien~s have been given it in other
studies, and they have tolerated it Well. He said monitoring has
shown that some patients exhibit elevated enzyme levels, which
could indicate problems with liver functions, but tha~ the levels have
been found to drop quickly to normal reading.

The patients would be among the most severely injured who come lo
University Hospital’s emergency dcpanmenc.  The injuries will be so
severe that only 50 percent ofpaIients would normally be expected
to swive, Luchette said. The hospital receives about  100 such
patients a year.

_—___
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Waiver Of Infod Cunsent
Dr. Fred Luchette, Department of Surqery

University Hospital

(The Reverend Damn Lynch, Jr., new member of Board at University
Hospital. referred Dr. Luchette  to MARCC as way to access Cincinnati
religious cumunity. Holmsugg-tedhe  ccnw to Judicatory Urban
Staff as quickest way to access  Judicatories.)

Pr. Fred Luchette  explained that he (and the University Hospital t- of which he
is a part) need to “disclose” to the public, as widely as possible, a research
study they will be doing with reconstructed blood in which they will nqt be able
to qet “infonmd  consent” frcsn the patient or family.

*-%4
Traum one of leading causes of death. Following accident. patient browht to
hospital, often in “hmorrbagic  shock” (Mood pressure <90, heartbeats
>120/minutes). Doctors give IV fluids. If decide need blood, give O-Negative.
beoauseitdoesn’t  have side e f f e c t s  with other  blood  t y p e s .
In this test, doctors will g ive

- sane patients O-Negative blood + lXLHb
- other patients O-Negative blood + saline solution.

All will get present treatment: O-Negative blood. Doctors will know who qot
what . Start within 1 hour, give twice within two hours. In th=e kinds of
accidents, patient usually unable to give consent, ftily members don’t arrive
unt i l  l a te r .

IXXib is made frcnn outdated blood,  nrxe than 120 days old. It is screened for
infections, treated to stabilize the hunoglobin  (that carries oxygen), and
p a s t e u r i z e . [“up-dates” out-dated blood!)
A small  anmunt restores blocd  pressure, and carries oxygen. Doesn’t r e q u i r e
ref r igera t ion.
Worst possible side effects are mild jaundice-like effect for 8-10 days. Will
seek inferred ccnsent  as soon as possible, follow-up patients  for 2S days.

Has been sune  reluctance at University Hospital  to enter into test because of
infornwd  consent problem. FDA requires us to make ccrmumity aware of what we are
doing. University Hospital is one of several hospitals acrogs nation involved in
th is  tes t . We III Cincinnati are bending over backwards to mke camn.mitv  aware.
will do public serv~ce  announcesren ts ,  te levis ion ,  public  neetings. Ws is our

.~. 1st meeting.

___ { over)



After discussion. Judicatory Urban Staff suggested as
.-, - Luchette send WWX draft of letter zmcl bulletin

to be sent Out.

follow-up
board announceinent

- Helm wil 1 cdl t to make accessible,  understand.abl  e to rel iuious
congregations and send back to Luchette.

- Northern Kentucky Interfaith Cmmission, Council of Christian  Ccrmnunions,
and  Wtrish  Curnwnit.y  Relatla Council  will send Dr. Luchette  their
nxailinq  llsts. (Unless  he wants to use KAR~’S  as “abridged edition.”)
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For Immediate Release Coutaet: RJck Smith
August 27, 1997

University Hospital To Study A Blood Substitute
For Injured Patients With Severe Blood Loss

Cincinnati .-The T)niversity  of Cincinnati and University Hospital have been adced to
participate in t he study of a new treatment for patients with massive blood loss following
trauma (automo+ik accidents, falls, gunshot wounds, etc.). Developed by Baxter
Healthcare  Iric.. the treatment is a patented producr which can semre as a blood substitute
during emergency  treatment.  This treatment has been used in over 350 patients world
wide.

The UniversiN  of Cincinnati and University HospitaI would like to make this treatment
available to accid~g  victims. Because accidents are never planned and family members
are rarely available during the important early treatment period, we wouId like to offer the
treatment to patients  who cannot sign a consent for themselves. The patients who would
receive the treaunent  will be critically ill and unable to sign consent because of their life-
thrcatcning injutim. The treatment will not change the way the doctors treat the paticn~s.
AU patkms  ~Vil ! c :mtume to receive blood and other intravenous fluids as required. The
study drug will lx m addition to the regular treatment.

The U.S. Food .md Drug Administration (FDA) requires new dnlgs and treatments to be
proven effective in human volunteers before the drug or treatment can be marketed. The
FDA has recea:ly  Iuled that under strict circumstances, unconscious patients whose life k
in danger (and nc family  members are present to give consent) maybe given
cxpetimentaI  weatment if there are no other treatments available which have a good
chartce  of success, The patients  who might receive the drug and their families will be
notified at the cmrlitst opportuni~  of their inclusion in the research study.

Wc believe injuq victim with massive loss of blood meet all of the conditions set forth
by the FDA. Tha~ k, these patients could be included in a study without informed
consent. because [hey would be foo sick to understand and sign. The FDA rquires  the
University of Cincinnati and the University Hospital to inform the public of this research
study and that  ~ )aI lcms would be enrolIed  in the study without informed consent.

-more-
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The FDA also requires that we receive public input before a decision is made to begin the
research stud?.

We invite you to communicate with us on ttis subject. Please write us at the following
address:

University of Cinchmati
Department of Surgety

Tmuma Research
231 Bethesda Ave.

Cincinnati, Ohio 45267-0558

or call the Rcscmch  Office at (513) 558-3850.

-30-
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Doctors: LuchetteOlavis
10/28/97

Beginning of program was not reeorded,  discussion begins:

Lk@n ~~er: “...and Dr. Ken Davis, they’re Trauma Surgeons at Universi~  Hospital. We’re
talking about this study of a blood substitute for injured patients with severe blood loss. This is
not in effect herein Ckwinnati  but they’re doin it in a fw other cities  around the eount~.  And
what happens is -why don’t you explain to us exactly what this study is about and what has to
happen before you will become a part of this if it ever takes place.”

Doctor: “Sure, thank you Mr. Weir. This study involves using anew medication for patients that
are bleeding to death and their hinging on life and death situations when they arrive at the
hospital. One of the problems currently is that we give blood and there is risk with blood and this
mediation is made from old blood but its safe its been used in about 350 patients throughout the
country in other studies. For this study the red issue is that the patients are so sick when they get
to the hospital ifl asked them for permission to participate in the study they are so sick that they
can’t give what we all informed consent so what were redly hereto talk about is the issue of
waiver of itiormed  ecmsent to participate in this study.”

_—— Wler: ‘Now have there been any side affbets from people who use this blood substitute?”

Doctor: “Very minor ones, probably the most common one is there is an mild elevation in blood
test to evaluate how their liver fiction  is and also “m pancreati@  an inflammation of the pancreas
gland. However once the mediation is stopped all of these side afkts have resolved, and there’s
been no long term problems for the patients.”

Wler: “So is it like a transfusion you give them or at this point when you say okay we ean use this
blood substitute you immediately give them .a blood test then a transtilon or -“

Doctor: “We don’t have to give them a blood test for it.”

Wler “You don’~ you don’t”

Doctor: “And the advantage of this is that we can give it quicker than we can give a trandhsion
because we have to cross-match somebody to get their right blood type, this -it doesn’t matter
what blood type you are. It’s ther~ immediately availablq rather than waiting 20 or 30 minutes
to get a blood type and get blood. The other advantage is beeause of the processing of it, it is
much safer -that it doesn’t transmit certain diseases, viral dkases, like hepatitis or AIDS.”

Wler: “And I’m sure a lot of communities probably look at this and say yea we want this done
here in our city. Now have you had any communities say no, we don’t like this or any religious.——.
groups who are opposed to this?”



___ Doctor: “Well, religions (persons) that are opposed to blood transfusions will not receive this.”

Wier: “Okay, Okay”

Doctor: “There are certain religions where people are opposed to using blood and they would not
be --they would be excluded from reeeiving this.”

Wie~ “Even when it’s a matter of life and death. If the guys unconscious of shot -gunshot
wound and he’s on the brink of death.”

Doctor “If we know their religion is opposed to that, even if they’re on the brink of death we
will not give them blood and would not use this product either. If we don’t know, and we’re in
the process of txying to save somebody’s life we’ll give it not knowing. But we wouldn’t
knowingly give this or any other product to somebody that has a religious opposition to it.”

Wlec “’Now course you know race always come into it. A lot of people say well if you’re in a
black community normally your gonna reeeive a lot of gunshot wounds and stabbings and things
like that, this is just an experiment you’re gonna use blacks as gu”mea pigs for. I’m siuie you’ve
heard that.”

Doctor: “We4 we haven’t heard tha~ but we’ve expected that and what we did was we looked
~ into our own computer registry of all of our trauma patients. The person that is most likely to be

the recipient of this is a 19 yr old white male, that has been involved in a oar accident. Because
that’s most of what we see. 85% of the trauma that we see at the University Hospital is what we
call blunt trauma and the vast majority of that is oar accidents. So actually a black male would
probably be the least likely to get it where a young white male is gonna be the most likely.”

Wlm ‘Wow what has to take place before this will be enacted at the University Hospital. What
has to take place from this point on.”

Doctor “Right now Mr. Weir, we’re going thru a prooess with the investigational review board at

the University to go thru a process which the FDA and NIH has established for this type of study
involving public dkclosure and community consent and that’s why were here talking to you today
to get community’s fdbaek in what they think about this study and giving up the right to give
consent to participate in a study.”

W1e~ “So how would people who want to get involved in this and if they’re opposed to it what
would they have to do.”

Doctoc “What we would like to do is ask anybody who has any comments or questions to call
our office at 5583850 if no one is there to answer the phone they’ll get an answering machine to
take the message and we’ll get back to them as soon as possible.”

&=-*.
Wler: “Okay, I tell you what we’ll take some calls here... .if you want to call in and respond, we
want to know how you feel about this happening at the University Hospital. Are you in favor of it
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or if you disapprove of it...w11ll  hear how Cincinattkms feel about this study being done at the
University Hospital...do you want it to take place or not? I mean it’s experimental BUT it could
save lives. What do you think? . . .

(Portion of the show not recorded, discussion begins in mid-call)

Caller #1:”. ..that it’s not really beeq and I would Iiied Lincoln to have really done a detailed
show because the information I reeeived was so detailed on who, what whe~ and how they
would give this and again we must look at this as test project and we mu% ya know, just fktor in
human factor into this the --truly are anyone going to try to contact anyone in a timely manner or
is there another testing mechanism for African American people.”

Wler: “WelJ he can answer the who, what, where, why, and when. Who will receive this, I
thought we answered --go ahead and answer that.”

Caller #1: ‘No what I’m saying is and I’ll be more than happy IJncoln to give you the itiormation
that was give tome but there were a lot of different circumstances of who would get it and who
wouldn’t and that would take along time to go thru according to what the woman ttdd me on the
phone, cause I talked with her for approximately 30 minutes. She went thru various things of
who would and wouldn’t and under what conditions and etc. I’m just saying that I just think this
is being done real quickly I think that its not - ya know -it showed me horn those ads that you

_—_ truly did not want to Morm the public by putting it on the science page in very small print and
coming on the show for 15 min. to tell us what a wonder thing this is. ~s look at histoxy for
African Americans. Testing and using us as Guinea pigs has been part of the process and I think
we must truly not be a Guinea pig again for University Hospital which just got out of one jam
over testing of radiation which included not only

W~e~ “Okay, holdup, let him respond to that.”

Doctor “Ma’~ thank you for your comments.

M-iean American people but other people  too.”

We’ve been working with the investigational
review board for six months thru this process of public disclosure and-axnrmmity eons;nt. This
study is not about the safkty of the rnedicatio~ the mediation is very safe to give the patients.
This study is looking at patients that are severely injured that with emwentional management they
have a 40?? mortality and possibly with the addition of this drug this new artificial blood we may
reduce that mortality to 30?! so we’re talking about truly sming lives whitq blaolq any type of
patient that would come into University Hospital after some type of injwy whether its a car
accident or stabbing or gunshot wound.”

Caller #1: “Aga@ I just think tha$ I hope the listeners are listening real strongly that I would not
want to give card blanc permission to anyone to do something to me without my giving
permission or family member giving permission.”

----- Wler: “Even if h could save your life?”

Caller #1: “For 30- 40Y0,  I’ll take that 10% risk.”



&==. Doctor: ‘Not everyone will get this without their permission. And what we’re talking about is a
small group of people that are unable to give permission because they’re unconscious and we’re
unable to get a hold of anybody in their family. For example, we get a number of people we don’t
even know their name, so it’s hard to contact anybody in terms of next of kin --to do anything,
whether its to operate on them as an emergency or to give them conventional treatment much less
anything like this that would be investigational so that’s a small group of people we’re talking
about. Most - inmost instances we expect that we will be able to ask individuals or ftily
members for their permission yes or no to do this. The other thing is only about 50% of the
people will get this. There are 50?! that this 50’% that will get regular intravenous fluids such as
saline instead of this so we can compare the two.”

Caller #1: “Wel~ if you think you’re going to get such a high percentage of people to give you
permission then why do you need to test on people who don’t give you permission.”

Doctor: “Because those are probably the people that will need it the most and derive the most
benefit.”

Caller #1: “And again you use the “possible” again this is still the testing process. &d all I’m
saying to folks is, and to you too, and I think maybe individually you all are very sincere, but I just
have to look at the histo~ of America. I have to look at the fact that I don’t think the
advertisement was sufficient even with not everyone reading the paper -truly wanted to reach

-_- everyone, it wouldn’t have been hidden on the science page in very small print -and I have a copy
of that if you’d like to see it. But aga@ ya know, I’m gonna leave cuz I’m sure there’s other
callers, I think we still have to look at issues -“

Wle~ “But I think this show’s a good first step and I’m sure they’ll be on other radio shows
throughout the city to bring this to the forefront!”

CalIer //1: “Oh I’m sure Lincoln because I actually suggested some other stations -that they told
me they were gonna be on CIN -and I suggested some other stations so that-”

Doctor ‘We asked to come on this show, it wasn’t that we were invited.”

Caller #1: “-and so I’m —so I’w weIl I was told by the person that they had someone had
suggested that they come on CIN and I said everyone’s not available to listen to Lincoln in the
day, you really need to do better publicity on this so there aren’t any incidents down the road or
someone saying you gave me something and didn’t know anything about it. And again I just have
to reinnovate that we have to look at history we have to look at the recent thing on 60 minutes on
the Cleveland Clinic and..,donor  issue of people’s organs of being presewed versus treating them.
I still think that in America with real Me human beings making decisions about our lives, we need
to look at it and I think that permission should always be given and if you’re gonna have it a
higher rate of 50% for permission that should give you more than enough data to prove that this

-_n=. fake blood is good or not and I think you should stay away from the other because University
Hospital’s history on testing folks on telling them one thing and doing another is not very good.
Thanks Lincoln and good bye.”
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Wier:’’Ahight,t  hanksforyourcaU.  Alright  sowhatare  some of theother  chies thatmaybe
should could call one of the other local hospitals in another city just toget their test results or
something ya know just to ease her mind. What are some of the other cities this test is being done
in9°

Doctor: “One is AUento~ PA at Lehigh Valley Hospital, the other is the Medkal  Center
Delaware in Delaware and the Carolina hospitals down in South Carolina.”

Wler: “Well, like you say, I’m sure you’re gonna hear opposition to this anytime you do this type
of study people are going to be suspicious on what’s going o% so I’m sure -but like I said you’ll
be on other stations I’m sure before this is approved for the University Hospital it’s gonna --it’ll
be weU publicized I’m sure becaue you have to do so much advertisement of this before you can
even start.”

Doctor: “Sure.”

d t 95(
l%cter: “History is why were here, I think what she’s talked about is the history of University
Hospital in the past and the perception people have of Univerity Hospital and that’s why were
here. If you look at the radiation study.”

Doctor: “Those things were done in a difEerent era and I think things are handled differently now
_--% and this is one of the reasons we’re here is to be upfiont and open about the fact that we’re

interested in doing this and to hear what people’s amcems may be.”

Wler: “Ah-ight let’s go to the phones,...”

Caller #2: “I just wanted to commend that sister without the respect to the ones that are there
speaking on this -the blood substitute. I just want to commend that sister, that’s all. I just want
to thank her for her for her comment thank you.”

Wlec “So I guess you agree with her, you’re not in favor this.”

CaUer # 2: “That’s all I want to say. Thank you.”

Wlec “Okay. Non canrnital there, she’ll be a great politian the% I believe. But, we want to
thank you for stopping by. Is there a number that people can call to ahh--”

Doctor: “Yes, Mr. Weir we invite your listeners to cdl us with any questions or seeking any other
inllormation 5583850”

Wle~ “An what -how can they -- ifthey’re not in favor of this they can tell the person that the
calls we monitored and”

&=&-
Doctor: “We’re keeping a log of all phone calls, the individual placing the call, their comments
and then we are presenting those to the investigational review board. ”



—-.- - Wier: “Okay what about letters or organizatkms  as a whole who want to express their feelings on
this ean they send you a letter or something?’

Doctor: They em send us a letter, or they can just cal.  Probably the simplest thing is just to call
that number 558-3850.”

Wlec  “Ah-ight, well thank you for stopping by and we hope we put out enough itiormation for
people to get an understanding, atleast a general understandm~ on what could take place at
University Hopsital, what’s going on in some other cities around the country and it looks like it
will be another avenue for saving a life. And like you said you’re gonna get the regular care that
you would normally get this is just a stop gap between life and death. Alright. Thank you for
joining us and tell Ms.Davis I said hello, please.”

Doctor: “Thank you for having us.”

---

_&=%
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What is DCLHb?

Diaspirin  Crosslinked  Hemoglobin (DCLHb), the investigational
biologic being tested in this trial, is a purified and stabilized human
hemoglobin solution manufactured by Baxter HeaIthcare  Corporation.
Hemoglobin is the protein in red blood cells that carries oxygen.
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e of this web Da=?

This web page is provided as a resource to assist hospitals and
investigators in meeting the requirements for community notification of
planned research and public disclosure of the potential risks and benefits
of the current research of DCLHb in treating traumatic hemorrhagic
shock, as specified in the U.S. Department of Health ar&Iiuman
Services (HHS) Code of Federal Regulations (title21 CFR section
50.24) entitled “Waiver of Informed Consent Requirement in Certain
Emergency Research.”

IWhat is the title of the research motocol?
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Search This Site—— j “The Efficacy Trial of Diaspirin Crosslinked Hemoglobin (DCLHb) in
[ the Treatment of Severe Traumatic Hemorrhagic Shock
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DCLHb Preclinical SummWf - ~ ~ ~ 023
---

In the last 10 years, more than 100 major preclinical  studies have been
performed with DCLHb. Over 50 different academic and contract
laboratories in North America, Europe, and Australia have participated
in preclinical  research to investigate the pharmacology, physiology,
safety, and efficacy of DCLHb. DCLHb has been studied in animal
models of hemorrhagic shock, sepsis, stroke, myocardial  infarction,
balloon angioplasty  (PTCA), burn injury, and trauma. These include
studies looking closely at the safety of DCLHb and have shown that
DCLHb maybe safely infused into humans.

The knowledge gained from preclinical  studies has led to the design of
clinical trials that will determine the ability of DCLHb to safely and
effectively treat human illness and injury. All of the preclinical  studies
performed to date have been approved by the review committees of

– the participating universities.
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DCLHb Clinical Program Summary
_—_

Of the more than 850 patients who have participated in DCLHb
studies to date, about half have received DCLHb. The clinical studies
already have involved more than 25 hospitals or universities in the
U.S. and 8 other countries. During the 5 years of human clinical work,
DCLHb has been studied in many different clinical settings, including
hemorrhagic shock, trauma, stroke, kidney dialysis, overwhelming
infection, critical KU illness, acute anemia, and peri-operative use,
including orthopedic, cardiac, abdominal aortic repair, and other major
surgeries. All human trials include close monitoring for patient safety
and all studies were reviewed by the appropriate regulatoryagencies
and the Institutional Review Boards (IRBs) or Ethics Committees
(ECS) of the participating centers.

- Overall, the clinical trials completed so far indicate that DCLHb is
well tolerated by the various patient populations tested. The most
commonly seen side effects include elevation of blood pressure, red
discoloration of the urine, and yellowing of the skin.

In addition, isolated cases of patients with inflammation of the
pancreas, or pancreatitis, have been reported in patients receiving
DCLHb.  In some patients who have received DCLHb in doses greater
than 500 mL, a jaundice-like yellow coloring of the skin or eyes has
been seen. The coloring appears to be related to the metabolism of
DCLHb into bilirubin as well as passage into the tissues of the colored
protein. The yellowing effect may last about three days and has not
been associated with liver or other medical problems. An increase in
blood pressure has been observed consistently in patients who have
received DCLHb.

—
The initial clinical trial of DCLHb to assess its safety in shock and
trauma patients studied the infusion of saline (salt water) or DCLHb in



139 patients (71 of the patients, 51 Yo, received DCLHb) with mild to
-—- severe shock. The trial was divided into three dose levels, 50 mLs, 100

mLs, and 200 mLs. Each dose level included at least 40 patients
(approximately half received saline and the other half received
DCLHb).  In this trial, the number of patients who died and the rate of
side effects was not greater in patients who received DCLHb.

DCLHb has been extensively studied in heart surgery patients and is
currently being studied in selected orthopedic surgery and abdominal
aortic repair patients to test the safety and effectiveness of DCLHb in
preventing blood transfusions. DCLHb also is being tested in a
hemorrhagic shock trial in trauma patients in Europe, where DCLHb is
transported by ambulances for physicians to use at the emergency
scene.

— Back to the DCLHB Research Web Site

—



U.S. Trauma Study Overview

Trauma is an important public health problem in today’s society. The
effect of severe trauma is immediate and catastrophic with
approximately 150,000 people dying each year and many others
suffering prolonged illness due to trauma injuries. Advancements in
trauma care are necessary in order to improve the rate of survival and
complete recovery of people suffering from severe traumatic injuries.

The purpose of this research study is to find out how well this new
hemoglobin solution works in treating or preventing the harmful
effects from the blood loss and shock that occur with severe traumatic
injury. The harmful effects of shock can include prolonged illness or
death. This research study will include only severely injured trauma
patients whose death rate may be as high as 40% despite receiving the

- best medical treatment available. In this study, all of the patients who
participate will receive all of the currently available therapies known
to save lives following injury. Those patients who are given DCLHb
will receive it as additional therapy to the best standard therapies
available. DCLHb will be studied to see if using it prevents death and
prolonged illness in patients who receive it. The standard treatment for
severe trauma includes giving large volumes of fluids and transfusion
of blood through a vein. Surgery is often necessary to stop the
bleeding and repair the injuries. These standard therapies will be made
available to all of the patients treated in this research protocol,
including those that receive the DCLHb.  The new treatment includes
giving 500 mLs (1 pint) to 1000 mLs (2 pints) of DCLHb within sixty
minutes of arriving at the hospital. This is in addition to any standard
treatment required, including surgery.

- If this study shows a clear benefit and little or no harm to patients, this
investigational solution may be cleared by the U.S. Food and Drug
Administration (FDA) for use in patients who suffer from shock as a



result of severe
-—= studied.
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injury. As with any clinical trial, safety also will be

, .—

J3ack to DCLHb THS Research Page.
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U.S. Trauma Study Design~–-=

In this trial, the patients will be randomly (like a flip of the coin)
assigned to receive either DCLHb or an equal amount of saline (a salt
solution currently used as a treatment for shock). The order of
assignment will be determined prior to any patients being entered into
the study so that neither the patients nor the patients’ doctors can
choose which solution is given.

—

.— —

Saline is used during the emergency treatment for shock patients to
help replace the blood loss due to the injury. The patients who receive
saline in this study will be the control group. These patients will not
receive DCLHb. All patients will receive the best known current
therapy for shock. The outcome (survival and illness) of patients who
receive saline will be compared to the patients who receive DCLHb to
see if the addition of DCLHb to the current therapy improves survival
and decreases illness.

This study will take place at approximately 35 trauma centers across
the United States, each of which will treat 20-30 patients in the
protocol. Approximately 850 patients will participate in the study.
Participation in this protocol will not interfere with the timely delivery
of any of the lifesaving therapies currently available for treating severe
traumatic shock including the immediate infusion of resuscitation
fluids and blood, as well as emergency surgery if needed.

Primary Clinical Benefit Measurement

This study is designed to determine whether
there is a decrease in 28 day mortality, or a
smaller number of deaths 28 days after
treatment, in patients treated with DCLHb
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compared to those in the control group (not
receiving DCLHb).

Secondary Clinical Benefit Measurement

This study is designed to determine whether
or not there is a decrease in serious illness
due to the harmfid effects from the blood loss
in patients treated with DCLHb compared to
those in the control group (not receiving
DCLHb).

._

This study is also designed to determine
whether there is a decrease in 24 hour lactate
levels in patients treated with DCLHb
compared to those in the control group (not
receiving DCLHb). Lactate is a by-product of
shock caused by a lack of oxygen being
delivered to tissues and cells.

Lastly, this study is designed to determine
whether there is a decrease in 48 hour
mortality, or a smaller number of deaths 2
days after treatment, in patients treated with
DCLHb compared to those in the control
group (not receiving DCLHb).

Patjent Population

The patients entered into this study will be a very small number of the
total trauma patients who are treated in trauma centers across the U.S.

– Most will have been treated by emergency medical personnel prior to
getting to the hospital and many will still be in shock despite the
emergency care outside of the hospital. Patients will participate in the
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study only after meeting strict entry criteria. These criteria are
-–designed so that only the most severely injured patients who have~-

serious shock and lack of blood flow due to bleeding will participate in
the study. These patients are at the greatest risk of death. Patients may
be males or females who are believed to be at least 18 years old.
Patients with severe head injuries or whose heart has stopped in the
hospital will not be entered into the study.

DCLHb or the control solution (saline) will be given to the patient no
later than 30 minutes after meeting these strict criteria and within 60
minutes of arrival at the emergency department.

Study Procedures

All standard therapies and procedures normally used to treat patients
with severe shock will be provided. These standard therapies include

-–= the immediate infusion of resuscitation fluids and blood, as well as
emergency surgery if needed. In addition to standard therapy, patients
will initially receive either 500 mL (1 pint) of DCLHb or saline. The
solution will be given through a vein, similar to the way in which
blood is provided to these shock patients.

After the first infusion of DCLHb or saline, the doctor will evaluate
the patient’s condition and decide if additional infusions of fluid are
needed. Up to two additional 250 mL (72 pint each) of DCLHb or
saline can be given within 60 minutes after the start of the first
infusion in order to stabilize the patient’s shock condition. Strict
guidelines will be used to decide whether the infkion should be
stopped at any time in order to maximize the patient’s safety.

During the study, the doctor will collect information from the patient
‘--- through physical examinations and laboratory tests including urine

specimens, blood withdrawn from a vein, and blood withdrawn from
an artery. These procedures are not significantly different from the
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usual tests done to evaluate and treat a patient in this severely ill
condition. Each blood sample drawn will be 5 to 15 cc in volume
(between a teaspoon and a tablespoon sized sample).

The healthcare  team will also evaluate the patient’s vital signs
(systolic and diastolic blood pressure, heart rate, respiratory rate and
effort) often during the first 48 hours of the study. The patient will also
have blood collected and vital signs evaluated at days 4,7, 10, 14,21,
and 28 after infusion. The patient’s participation in the study lasts for a
total of 28 days.

Informed Consent Procedures

The consent procedures followed in the protocol will follow the
Federal Regulations set forth in 21 CFR 50.24 “Exception from
informed consent requirements for emergency research. ”

Please see the section entitled Informed consent (add hot link here)

Safety Monitoring

An independent Data Monitoring Committee (members not affiliated
with Baxter Healthcare  or the conduct of the study) will be established
in accordance with the Federal Regulations. Ongoing safety
monitoring will be independently performed by this committee during
the enrollment of study patients. If major safety concerns arise, the
study can be changed so that patient safety can be maximized.

Potential Risks

As with most medical treatments, it is possible that DCLHb could
- cause side effects. Reactions or discomforts have been reported in

previously completed animal and/or human studies with either DCLHb
or other experimental hemoglobin solutions under development by
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Based on reports about ALL hemoglobin solution products, possible
reactions that may occur are:

stomach pain (gas, bloating), stomach cramps, constipation,
nausea or vomiting shortly after infusions

back pain or muscle aches

a temporary general weakness or discomfort, headache

a temporary red discoloration of urine caused by hemoglobin
(the protein found in red blood cells that carries oxygen)

a temporary elevation (rise) of certain laboratory test results;
—_— for example: proteins and enzymes that could indicate damage

to organs such as the pancreas or liver, or to muscles

a temporary inability to do certain laboratory tests accurately

a temporary rise in blood pressure

a temporary jaundice-like yellow coloring of the skin or eyes
(related to the metabolism of modified hemoglobin into
bilirubin as well as passage of the colored protein into tissues).
The yellowing effect may last approximately three days and
has not been associated with liver or other medical problems.

a temporary

—_r. a temporary

a possibility

abnormal kidney function

increase in the time it takes for blood to clot

of small areas of cell damage in heart muscle,



liver, or kidneys (only seen in some kinds of laboratory
— animals)

allergic reactions such as chills, elevated temperature, or skin
rash

DCLHb has been studied in over 400 patients so far. Besides patients
with severe traumatic shock, trials have included patients undergoing
various surgical procedures including cardiac surgery, orthopedic
surgery and abdominal aortic repair, patients on renal dialysis, and
patients suffering acute ischemic stroke. However, there maybe risks
relative to the use of this product that cannot be anticipated from such
prior human use and the use of DLCHb could cause reactions (side
effects) that are unknown as yet. Also, patients with severe trauma
currently are treated with a number of therapies including surgical and
drug therapies. These currently used treatments carry substantial risks

-—- in and of themselves, including death and permanent injury.

Because DCLHb is an investigational solution and the effects in
pregnancy have not been determined, risks to an unborn baby are
unknown at this time. DCLHb will not be given to patients who are
known to be pregnant.

The risks associated with drawing blood include pain, bruising,
lightheadedness, and occasionally, infection. These risks are usually
small. Some blood drawing will be done through already-existing
catheters (tubes) left in the blood vein or artery. This greatly reduces
the painful part of repeated blood drawing. Insertion of a catheter
(tube) into a blood vein or artery will only be done if needed as part of
the usual care of the patient. This practice is typical for patients who
are critically injured.—

Benefits



Patients who receive DCLHb may have an increased chance of
--survival or of avoiding serious prolonged illness. However, there is no-—

guarantee that this solution will benefit those who receive it. The
potential benefits to all of the study participants include extensive
medical testing and examination. Another important potential benefit
is that the information gained from this study could help patients who
need this type of medical care in the future.

Additional Costs

Special laboratory studies will be done on the blood samples at the
expense of the researchers and at no extra cost to the patient. There
will be no additional cost to the patient for participating in the research
protocol beyond the costs of the standard medical care required to treat
the patient’s condition.

--- Alternative (Other) Treatments

It is important to note that all patients who participate in this study will
receive the best known current therapy for traumatic hemorrhagic
shock, including the immediate infusion of resuscitation fluids and
blood and emergency surgery, if needed. In other words, being a
patient in this study will not hinder the delivery of any of the
lifesaving therapies that are currently used in patients with severe
shock.

The alternative to participating in this study, is to receive the standard
medical care that critically injured trauma patients currently receive in
the emergency setting.

Additional Information
_—=

.- —-

Besides the risks and side effects described, additional risks that are
not currently known may arise. If additional side effects are



discovered, the sponsor (Baxter Heakhcare) will notify each doctor
-= participating in the study. The doctor will be responsible for sharing

this information with his/her patients.

Back to the DCLHB Research Web Site

-.
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Informed Consent Information—.7

The Food and Drug Administration (FDA), in cooperation with the
National Institutes of Health (NIH), issued regulations (21 CFR 50.24)
that will allow for certain emergency research to be conducted with an
exception from informed consent. This change occurred in response to
growing concerns that the former rules were making it impossible to
carry out emergency care research at a time when the need for such
research is increasingly recognized.

These new regulations allow for a study to be conducted with an
exception or waiver from the requirement for obtaining written
informed consent only in those rare circumstances when:

-the patient cannot provide consent
.——=_

—-—

-and the nature of the patient’s life-threatening medical condition
requires immediate treatment

-and there is evidence that the treatment to be tested has the potential
to benefit the patient.

“Informed consent” is the process that allows a patient to decide, after
understanding the risks and benefits of the research, whether he or she
wants to voluntarily participate. An exception to this consent
requirement is a serious matter and in response, the FDA and NIH
have developed these regulations requiring additional protections for
the patients eligible for these research protocols. The Institutional
Review Board (IRB) at a center participating in a study utilizing the
exception to informed consent is responsible for ensuring the
protection of the patients. The additional protections include 1)
consulting with the communities from which patients will be drawn 2)
public disclosure of the study, its risks, and expected benefits prior to



starting the study 3) public disclosure of information after the study is
— completed to inform the community and researchers of the results of

the study 4) establishing an independent data monitoring committee to
exercise oversight of the study and 5) if consent from the patient is not
feasible and a legally authorized representative is not available,
providing an opportunity, if feasible, for a family member to consider
the patient’s participation in the study.

The development of these regulations allow for the advancement of
vital emergency research with careful attention to the protection of the
rights and welfare of the patients who are enrolled in the experimental
protocol. The FDA and NIH expect that the studies conducted under
these rules will allow patients in certain life-threatening situations,
who are unable to give informed consent because of their condition,
the chance to receive potentially lifesaving treatments. They also
expect that these studies will increase the knowledge and improve the

‘– treatments currently used in emergency medical situations that have
poor patient outcomes, despite optimal care.

Informed Consent Procedures

The consent procedures followed in the protocol will follow the
Federal Regulations set forth in 21 CFR 50.24 “Exception from
informed consent requirements for emergency research”. The
Institutional Review Board (IRB) or ethics committee from each
participating hospital has reviewed this study and has made sure that
all of the rules are met and that they will be followed as the study goes
on. Each IRB has found the following:

● The shock from blood loss suffered by patients eligible for
this study is life-threatening and the current treatments are——_
limited and need to be improved.

● The patients eligible for this study are not able to give
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informed consent because they are in a severe shock state.

s Informed consent is not feasible before starting treatment
with DCLHb because DCLHb must be given as soon as
possible within minutes of the onset of the severe shock in
order to increase the patient’s chance of surviving.

● The patients eligible for this study cannot be identified before
they are entered into the study because no one knows who will
get hurt and end up in shock.

● The study is in the best interest of all severely injured trauma
patients because their life-threatening injuries require
immediate treatment and DCLHb may improve their
treatment.

● Enough studies have been done with DCLHb to suggest that
it may help trauma patients.

● The risks in giving DCLHb are reasonable given the
condition of the trauma patients; that is, the chance of DCLHb
helping severely ill shock patients is much greater than the
chance DCLHb will further harm them.

● This study could not reasonably take place without an
exception to the requirement for informed consent.

● An attempt will be made to contact a legally authorized
representative for each patient within the window of time, if
feasible, before the patient needs to be entered into the study.

L ● An informed consent document is available for obtaining
consent from the patient or their legally authorized
representative, if feasible.



Patients will not be compensated for their participation in the study.
_— Any patients physically injured as a direct result of participation in this

study will be provided the medical care needed to help them recover,
at no cost to them, by the sponsor. No compensation other than free
medical care will be provided.

NIH: Waiver of Informed Consent Requirements in Certain
Emer~encv Research
FDA: Protection of Human Subiects:  Informed Consent

Back to DCLHb THS Research Pag&
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Please refer back to this page in one week for updates.
n

Back to DCLHb THS Research Page.
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